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1 )E3 Responsive to communication(s) filed on 16 June 2006 . 
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3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1, 453 O.G. 213. 
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4) ^ Claim(s) 7-24 is/are pending in the application. 
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10)13 The drawing(s) filed on 09 October 2003 is/are: a)S accepted or b)Q objected to by the Examiner. 
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Restriction Requirement 

1) Applicant's election with traverse of Group I (method claims 1-1 1) in the reply 
filed on June 16, 2006 is acknowledged. The traversal is on the ground(s) that different 
classification alone is not evidence of separate status in the art. This is not found 
persuasive because the art cited by Applicant demonstrates that cyclopamine has many 
widely divergent uses, e.g., stimulation of pancreas development (Kim, "Pancreas 
development is promoted by cyclopamine, a Hedgehog signaling inhibitor", Proc. Natl 
Acad. Sci., Vol. 95, pp. 13036-13041 (1998)). 

The requirement is still deemed proper and is therefore made FINAL. 

2) Claims 12-24 are withdrawn from further consideration pursuant to 37 CFR 
1.142(b) as being drawn to a nonelected invention, there being no allowable generic or 
linking claim. 

Indefiniteness Rejection 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-1 1 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 
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1) Claim 1 is incomplete insofar as it does not specify a subject to which 
cyclopamine is administered. To overcome this rejection the the examiner recommends 
inserting, immediately before the period ending the claim, the phrase — to a subject in 
need thereof — . 

2) The term "associated with" in claim 2 is a relative term which renders the claim 
indefinite. The term "associated with" is not defined by the claim, the specification does 
not provide a standard for ascertaining the requisite degree, and one of ordinary skill in 
the art would not be reasonably apprised of the scope of the invention. (Stated 
alternatively, it is not clear when a disease is not sufficiently "associated" with the 
"impairment" of the differentiation of epidermal cells to fall outside the scope of the 
claim, i.e. it is unclear whether a causal relationship is required, or if coincidental 
occurrences resulting from etiologically distinct co-conditions are also intended). 

3) The term "rapid" in claim 7 is a relative term which renders the claim 
indefinite. The term "associated with" is not defined by the claim, the specification does 
not provide a standard for ascertaining the requisite degree, and one of ordinary skill in 
the art would not be reasonably apprised of the scope of the invention. 
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Anticipation Rejection 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent granted 
on an application for patent by another filed in the United States before the invention by the applicant 
for patent, except that an international application filed under the treaty defined in section 351(a) shall 
have the effects for purposes of this subsection of an application filed in the United States only if the 
international application designated the United States and was published under Article 21(2) of such 
treaty in the English language. 

Claims 1-8 are rejected under 35 U.S.C. 102(e) as being anticipated by Beachy et 
al (USP 6,432,970). 

The prior art discloses treating various disorders "associated with" abnormal 
epidermal cell proliferation/differentiation, and especially psoriasis (column 11, lines 35- 
49), by inducing differentiation of epidermal cells (column 41, lines 43-57) with a 
steroidal alkaloid hedgehog antagonist, e.g., cyclopamine (Figure 1; column 19, lines 40 
and 41). Additional steroids are co-administered therewith, e.g., hydrocortisone (column 
28, lines 40-55). 

The prior art states that an "effective amount" of hedgehog antagonist is that 
which brings about "a change in the rate of cell proliferation and/or the state of 
differentiation of a cell"; see column 9, lines 8-15. Patentees are silent regarding the 
particular immunological (claim 4) and differentiation-related (claim 5) mechanistic 
recitations of instant claims 4 and 5, but the state of the prior art is such that they would 
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reasonably be expected to occur inherently. 1 Furthermore, with regard to instant claims 6 
and 7, which are not specific to differentiation mechanisms, all that is required is even a 
minor "decrease" in redness (claim 6) or "regression" in psoriatic lesions (claim 7) to 
meet the limitations of those claims as currently constructed. Thus, any "effective" 
therapy would be expected to exhibit sufficient symptomatic relief to fall with the metes 
and bounds of those claims. 2 



Obviousness Rejection 



The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the 
various claims was commonly owned at the time any inventions covered therein were 
made absent any evidence to the contrary. Applicant is advised of the obligation under 
37 CFR 1.56 to point out the inventor and invention dates of each claim that was not 



1 As factual corroboration of that state of the art, see Crompton (USP 6,951,839) at column 5, lines 40-47; 
column 7, lines 16-18; column 7, line 37; and column 46, line 22. (The reference is used to demonstrate the 
state of the art with regard to general mechanisms of hedgehog antagonist activity. It has not been applied 
as prior art in this ground of rejection (or any other), however, because the amount of "picking and 
choosing" to arrive at the treatment of the specific condition or psoriasis, with the specific agent 
cyclopamine, is too great to support a finding of anticipation or obviousness, given the specific condition 
and agent are only mentioned briefly, and then in widely separated sections of the reference). 
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commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

1) Claim 9 is rejected under 35 U.S.C. 103(a) as being unpatentable over Beachy 
et al (USP 6,432,970) in view of Busse et al (USP 4,370,322). 

The primary reference is discussed in subsection "1)" of both the "Anticipation" 
and "Obviousness" sections supra . It teaches that effective/optimum dosages may be 
readily determined through the application of routine experimentation (see the passage 
bridging the bottom of column 43 to column 44, line 33) and seeks to minimize various 
side effects associated with steroidal alkaloids (see the passage bridging column 28, line 
65 to column 29, line 12). It differs from the instant claim in its silence regarding 
clobetasol 17-propionate, and since it does not specify particular dosages. 

The secondary reference illustrates that it is well-known in the art that clobetasol 
17-propionate is effective in treating inflammatory symptoms of psoriasis. See column 2, 



Note also that Crompton suggests that hedgehog antagonists are therapeutically effective soon after 
administration. See the passage bridging the bottom of column 7 to the top of column 8 therein. 
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lines 1 1 and 12, and column 3, lines 58-66. It differs from the instant claim in its silence 
regarding cyclopamine. 

Generally, it is prima facie obvious to combine two compositions each of which is 
taught by the prior art to be useful for the same purpose, in order to form a third 
composition to be used for the very same purpose; the idea of combining them flows 
logically from their having been individually taught in the prior art. In re Kerkhoven , 626 
F.2d 846, 850, 205 USPQ 1069, 1072 (CCPA 1980); In re Crockett , 279 F.2d 274, 126 
USPQ 186 (CCPA 1960). Accordingly, it would have been obvious to have combined 
cyclopamine and clobetasol 17-propionate to treat psoriasis since each is known 
individually for that purpose, consonant with the reasoning of such precedent. 

Similarly, varying result-effective variables to determine workable conditions is 
generally obvious See, e.g.. In re Allen 105 USPQ 233, 235 (CCPA 1955); In re Boesch , 
205 USPQ 215 (CCPA 1980); and In re Peterson. 315 F.3d 1325 (C.A. Fed 2003). 
Accordingly, it would have been obvious to have determined optimal doses for each 
active agent consonant therewith, and particularly in view of the primary reference's 
teaching verifying same and directing the skilled artisan to minimize the amount of active 
agent used. 

2) Claim 10 is rejected under 35 U.S.C. 103(a) as being unpatentable over Beachy 
et al (USP 6,432,970). 

The prior art is discussed in subsection "1)" of both the "Anticipation" and 
"Obviousness" sections supra . It teaches that effective/optimum dosages may be readily 
determined through the application of routine experimentation (see the passage bridging 
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the bottom of column 43 to column 44, line 33) and seeks to minimize various side 
effects associated with steroidal alkaloids (see the passage bridging column 28, line 65 to 
column 29, line 12). Although it also teaches the co-administration of hydrocortisone, it 
differs from the instant claim in its silence regarding specific dosages. 

Generally, varying result-effective variables to determine workable conditions is 
generally obvious See, e.g.. In re Allen 105 USPQ 233, 235 (CCPA 1955); In re Boesch, 
205 USPQ 215 (CCPA 1980); and In re Peterson , 315 F.3d 1325 (C.A. Fed 2003). 
Accordingly, it would have been obvious to have determined optimal doses for each 
active agent consonant therewith, and particularly in view of the primary reference's 
teaching verifying same and directing the skilled artisan to minimize the amount of active 
agent used. 

3) Claim 11 is rejected under 35 U.S.C. 103(a) as being unpatentable over Beachy 
et al (USP 6,432,970). 

The prior art is discussed in detail in subsection "1)" of the "Anticipation" section 
supra . Although (as discussed therein) it does suggest the co-administration of 
corticosteroids with the hedgehog antagonist (such as cyclopamine), it differs from the 
instant claim insofar as it does not specifically teach sequential co-administration. This 
would appear to be fairly suggested, however, by the general teachings of the passage 
bridging the bottom of column 43 to column 44, line 47 (note especially the suggestion of 
"sequential" and "separate" administration at lines 45 and 46). Accordingly, it would 
have been obvious to have administered the hedgehog antagonist (cyclopamine) and 
additional active agent (corticosteroid) in accordance with those suggestions; 
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furthermore, there are many technically sound reasons for doing so, e.g., separate 
administration is more convenient since each agent can be obtained from a separate 
commercial source; prior administration of an anti-inflammatory (the corticosteroid) 
would permit easier penetration of any subsequent agent into the skin by reducing 
inflammation, and thus the overall skin volume; etc.). 



Provisional Obviousness-Type Double Patenting Rejection 



The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory obviousness- 
type double patenting rejection is appropriate where the conflicting claims are not 
identical, but at least one examined application claim is not patentably distinct from the 
reference claim(s) because the examined application claim is either anticipated by, or 
would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 F.3d 
1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 
2010 (Fed. Cir. 1993); In reLongU 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re 
Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 
USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 
1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 
1.321(d) may be used to overcome an actual or provisional rejection based on a 
nonstatutory double patenting ground provided the conflicting application or patent either 
is shown to be commonly owned with this application, or claims an invention made as a 
result of activities undertaken within the scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 



Claims 1 and 2 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-5 and 10-12 of 
copending Application No. 10/682,584 in view of Beachy et al (USP 6,432,970). 
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This is a provisional obviousness-type double patenting rejection. 

The instant claims are generic to the conflicting claims; the former recite inducing 
differentiation in epidermal skin cells in disorders "associated with" impairment of same; 
the latter are drawn to methods for inducing differentiation in tumor cells, particularly 
basal cell carcinoma. The secondary reference has been discussed extensively at various 
sections supra, and teaches that hedgehog antagonists, e.g., cyclopamine, are 
therapeutically effective against a variety of conditions mediated by abnormal epidermal 
cell proliferation/differentiation, including basal cell carcinoma. See specifically column 
1 1, lines 9-49. Accordingly, the treatment of basal cell carcinoma would have been 
obvious therefrom. 

Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Frederick Krass whose telephone number is (571) 272- 
0580. The examiner can normally be reached on Monday-Friday from 9:30AM to 
6:00PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached at (571) 272-0718. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. Status 
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information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 




Frederick Krass 
Primary Examiner 
Art Unit 1614 



